DEC-26-2006 TUE 03:29 PM E A P H D 



RECilVED FAX NO. 6174394170 
CENTRAL PAX CENTER 

DEC 26 2006 



p. 



AlvreNDMENT S TO HIE CLAIMS 



ITiis listing of claims will replace all prior versions, and listings, of claims in the 
application. 

Claims 1-48 (canceled). 

49. (Currently amended) A method for treating ischemic myocardial tissue of a mammal 
in need of such treatment comprising: 

a) idcnUfying a mammal which has, is suspected of having, or will have die ischemic 



b) injecting an effective amount of a solution comprising a nucleic acid encoding at least 
one angiogenic protein or an effective fragment thereof into the myocardial tissue; and 





c) administering to the marnmal an effective amount of ^ea st one of: st e m -cell factor 
(SCF),a colony stimulating factor (CSF) or an efTectivc fragment thereof, thereby treating the 
ischemic myocardial tissue of the mammal. 

50. (Previously presented) The method of claim 49. wherein the angiogenic protein is a 
vascular cndotlieUal growdi factor (VEGF) or an efTectivc fragment thereof 

51. (Currently amended) The method ofclaim 50, wherein the VEGF is VEGF-U 
YEgil:2.orVEGF165. 

52. (Previously presented) The method ofdatm 49, further comprising expressing the 
angiogenic protein Or fragment in the myocardium. 

53. (Previously presented) The method of claim 52, wherein the method further 
comprises inctoasing frequency of endothelial progenitor cells (EPC) in the mammal. 

54. (Previously presented) The method ofclaim 52, wherein the increase in frequency of 
tlic EPC is at least about 20% as determined by a standard EPC isolation assay. 

55. (Previously presented) The method of claim 52, wherein the method further 
comprises increasing EPC difTerentiation in the mammal. 



tissue; 
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56. (Previously presented) The method ofclaim 55, wherein the increase in EPC 
differentiation is at least about 20% as determined by a standard EPC culture assay or a standard 
hindlimb ischemia assay. 

57. (Previously presented) The method of claim SO, wherein the level of VEGF or 
VEGF fragment expression is sufficient to increase neovascularization by at least about 5% as 
determined by a standard cornea raiciopockct assay. 

58. (Currently amended) The method of claim 49, wherein the aniount ofadminislercd 
SOVCSF or fragment is sufficient to increase EPC bone marrow derived EPC incorporation into- 
foci. 

59. (Previously presented) The method of claim 58, wherein the increase in EPC bone 
marrow derived BPC incorporation into foci is at least about 20% as determined by a standard 
rodent bone marrow (BM) transplantation model. 

60. (Previously presented) The method of claim 49, wherein the method furtlier 
comprises administering at least one angiogenic protein or effective fragment thereof before or 
after administration of the nucleic acid to the mammal. 

61. (Previously presented) The method of claim 49, wherein the method further 
comprises administering to tlie mammal one or more of urokinase, plasminogen activator, and 
heparin. 

62. (Canceled) 

63. (Previously presented) Tho mctliod of claim 49, wherein the nucleic acid is directly 
injected with a catheter or stent. 

64. (Previously presented) Tlie method of claim 49, wherein the nucleic acid is inserted 
into a cassette operably linked to a promoter. 

65. (Previously presented) The method of claim 49, wherein the myocardial tissue is 
ischemic or is zissociated with infarction or dysfunction. 

66. (Previously presented) The method ofclaim 49, wherein the angiogenic protein or 
factor is one of acidic fibroblast growth factor (aFGF), basic fibroblast growth factor (bFGF), 

3 

PAGE 7/29' RCVD AT 12126/2006 3:27:43 PM [Eastern 



DEC-26-2006 TUE 03:29 PM E A ,P & D 



FAX NO. 6174394170 



P. 08 



cpidemiaJ growlh factor (EGF)> transfortDing growth factor a and p (TGF-a and TFG-P), 
platelct^dcrived endothelial growtli faciOT (PD-ECGF), platelet-derived growth factor (PDGF), 
tumor necrosis factor a (TNF-a), hepatocyte growtli factor (HGF), insulin Ulte growth factor 
(IGF), erythropoietin, colony stimulating factor (CSF). jnacrophage-CwSF (M-CSF), 
granulocyte/macrophage CSF (GM-CSF). stem cell factor (SCF), angiopoctin-1 (Angl), nitric 
oTcide synthase (NOS); or a mutein or fragment thereof 

67. (Cancelled) 

68. (New) A method for trealing ischemic n^yocardial tissue ofa mammal in need of 
such treatment comprising: 

a) admitiistering to the mammal an effective amount of granulocyte macrophage colony 
stimulating factor (GM-CSF) or an effective fragment thereof; and 

b) administering an effective amount of a nucleic acid encoding at least one angiogenic 
protein or an effective fragment thereof into the myocardial tissue; thereby treating the ischemic 
myocardial tissue of the mammal. 

69. (New) A method for treating ischemic myocardial tissue of a mammal in need of 
such treatment comprising: 

a) administering to a mammal an effective amount of a cytokine that mobilizes 
endothelial progenitor cells; and 

b) subsequently administering an effective amount of a nucleic acid encoding at least one 
angiogenic protein or an effective fragment thereof into the myocardial tissue, wherem the 
method increases the neovascularization of said tissue thereby treating the ischemic myocardial 
tissue of the mammal. 

70. (New) The method ofclaim 68, wherein the cytokine is GM-CSF, 

71. (New) The method ofclaim 68, wherein the cytokine is SCF. 

72. (New) The method ofclaim 67 or 68, wherein the angiogenic protein or factor is one 
of acidic fibroblast growth factor (aFGF), basic fibroblast growth factor (bFGF), epidenmal 
growth factor (EGF), transforming growtli factor a and p (TGF-a and TFG-p), platelet-derived 
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cndotiwlial growtli factor (PD-ECGF), platclel-derivcd growth factor (PDGF), tumor necrosis 
factor a (TNF-a), hepatocytc growth factor (HGF), insulin like growth factor (IGF), 
erythropoietin, colony stimulating factor (CSF), macrophage-CSF (M-CSF), 
granulooylo/roacrophagc CSF (GM-CSF), stem cell factor (SCF), angiopoetin-1 (Angl), nitric 
oxide synthase (NOS); or a mutein or /i-agmcnt thereof. 
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